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x^/^^^-f/H. Tnb7k#/W^-f/P 
1. -f VTnt°;P77/WS^^/H, 7>/l^77/W^-f/P 
1. >f 77f/^;PA't>f;^ N t e r t -7*^;^;P 

/W^-f ;H. tert -^yfW;|/A't^;HXIi 
*<*>>)Vii)V>^4 ;H^W^ft. if* t<«47^ 

;w^-f ;H. -f V/f/^/M^^f/^&t/t e r t 

- 7'^;1^77 /t-y S'^E A, jgiftl. h C x _ 4 T)V* /tT? 

[0 04 8] R 1 . R 2 . R 3 . R 1 ' . R 2 ' XJ4R 3 ' CO 
C ! _ 6 T>V*)VD )VJ s'^e A /H t L T Iff 4 L < (47 
7/ ;^^-f;H. x^;w^r;w^^f;H. 7°nt°;^;P 
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HN X 
( 26 ) 



(Xi' (i-CO-Xli-SOi-^ 

[0 0 7 5] R 1 ifi 
[t4 8] 

1 2 
-X-M X 



"V5 



m 



•c* -5*C, X 1 C O SO r X'fohit^ 

(27) immcom^. ^-A7tstao, x^- 

A 6 Lfcfc^fc (24) <5Di»f&; i: 
[0 0 7 6] 



( 28 ) 



(CH 2 ) r-C0 2 H 
R 2 + 



(OHJ r-CONH 



< 29 ) 



R" L «_ R «' 



( 30 > 



( 31 ) 



[0072] 
[ft4 6] 



CONM-R 



< 24 > 

y7x-MXrf;'J/l-7y7\ 2-x 
b*ls- 1 -ib^f-y^;^- 1 , 

[0 0 74] 
[^4 7 ] 



-C3 



X— N X 



R 

( 27 ) 

fflfBfcH«*>»*£**\ ) 
[0077] R 1 ft* 

T&oT. X8#-(CH 2 ) r CONRii-T*4'ffc;-&* 

(30) £J5r»7>i§llK X^r-A 8 tZ&tM OCTROI 
gfcfT&iJf J:^. ^-^Rj (30)11 X^-A6tS 
Lfc-ftteW (24) <0WR2tSji: R«^ffi^fl=5r^4f 
£\>\ -fb£4$j (33) {±X^-A 1 •CSSLfc'ffc^* 

(8) eoM»Mfei:|aia«o*ffitfi : 55ritrJ:v^ 

[0078] 

[^5 l ] 



( 33 ) 



6 ) )02-275159 ( P 2 0 0 2-2 7 5 1 5 9A) 



( 34 ) 

Ut5 2] 

0 

T ^ 

-X-N, 



+ H0 2 C-CCH 2 )k- 

( 3Li ) 




UHCO-CCHJk- 
< 36 ) 

Tfc-oT, X»*:-NHCO(CH 2 ) k -"?$>&te&fo 
(36) SrFJfSO^. X^r-A 9 fcj5HH D , X^r- 
A6t*L/-dt-&ft (24) cOWM*&t 

[0079] 
[ft5 3] 



C 22 > ( 37 ) 



H0 E C 



R 



14 



<2S 




15 



.C0NH-+- U ^-MHCO-h C 
R ( 39 ) 

R 1 ifi 
[ft5 4] 




[<fL5 5] 

R \ 

-coNn 



J 5 




NMC0-^^-(CH 2 )k- 

X *_ N|) H0 2 C^N 



R' 
( 40 ) 



( 41 ) 




< 43 > 



R 1 ifi 

0 

-X-N, 





D -f - CCH 2 ) k- 
< 38 ) 




(CH 2 ) k — 



X'h&fc&m (39) tBfa«o*&. x^-a i ots 

^»0x^-A6T*L*:l[^j (24) ^USttfSji 
IBHft^^ffitfi^riHriv^ (22) 
t-ft^ (37) S«#S*fca, ■fLn* (38)^1 
£-$-£T t ±^ U -ffcl^Nj (37) fc<ffc£fl| (38)* 

(22) fctt^s-ttrfciv*. & 

fc, l^i^TIJ^ft (22). fl:^ft (37) t 

(3 8) £Rrata»£3-£T{>J:v>. 

[0080] 
Ut5 6] 



X-NHCO^-hk 

< - 2 T V 9 



HS 



( 42 ) 



•CftSft^flj (55) £FJrM<0±§1^ X^-A 1 1 fc5j* 
"Til 0 JaTflnjgfcfPSrifcr i v > . 
[0081 ] it^m (42)11 \Y£flfo (40) 
1(41) ifr6J**— A6^SSLfc-ffc&J»l ( 2 4 ) coll 
«*ffii:H«<?5*ffitlfiSri«rj:v^ (4 3) 



(#17) J02-275159 ( P 2 0 0 2-2 7 5 1 5 9A) 



[ 0 0 8 2 ] ip< LXnt>ti&H8& C I ] TmZtiZ 

^mittk-smmtifz hcp tsm^m , ri*$jm t -tin 
ww^ffffltirr* . ^awnt^** h c piawmxti 

mmz. mnxi&mnx&¥$ti&, 
[oo83] &j3-mn*m. f*s. ffitt. *&as»*. a 

DO. 0 lmgMl g<7)$mx\ — B— HW»S>»IIHI 
[0084] *ll^tt-&eBi*ePtt-^)fc«xoH*ffljfi 

mm. am. mm. mmtmmmtM 
mx*fo%>* z<nk^t£wm$Lmz$5\-ixi±, —^x\± 

M, MSMXIiK*^, vyxh-/K 

[0085] «WXIi3WHfc:iBI'f-**&li, ^Ci 
v )(i»tt«« ^ ^X'&mtX i> X v > L , XliLL 

[0086] (iP»#<i0fcA<?5«E*f(iaififtfc:^6*6' 
-y 7°MXtix U * ^Wfl^JWKft^TIE-C* * . ffl v ^ 

iaflam , *4. x. i««j^i*»«swi^(ciM 
*l mmm. ^-mm. mm. ^mixi±mmm^x 

[oo87] wmucrytz^m^uzmmthm^t. 

iftiaflaitfflni. *tt««, *rawfcSL mm 

r s y $ >n h s v ^im«r /Mr y ara^a* 

[0088] yiqmcommnz't^m^. Wiii/nt 

— ^5*<?5J:d*ttfti*, x^y— /Uioi d*T/P3— 
ip££fflivti>j;^ X. *TiM3r'Ji: LT, WiffsKU 

jf^^-x^pvig'fttv^M. m&mmm^x7-)vmcr> 

XmVi'+y ( UjKV— ^t«>ffl^iofL&. x. 
f - ^ >-flMt b V >-JSXf i# U 5f^r S"Xf- !✓ >tK »J :fr4f 



[0089] ^PS^itfeO^WiraiM!: LT 

m. mmxii^y^- v -mizLx l $rts, i&m 
teemmmmmmt Lxi>m^&zttfx% & . 

[0090] 

[SIMM] *5fiBBfcr«*-«yC C I ] T'^ftS-ftS* 
[009 1 ] Hffi^J 1 

2- [3- (2-75yxb4y) 7i-;H -fVf-T 
Vn [5, 4-b] fijy'y-3-^-y zUSKiS 

xei 

2 - [2 - (3--hP7i/^y) Xf-/H AVAv 
1 , 3-^y 

0 

3- xhn7i7-;K5. 00g) 3r N , N - 1?* 1~)Vfr}V 
ATS H (50ml) izmMLfz, N- (2-^^;!/) 
7^ ? /H' 5 KdO.OOgJfc^VKK^y^A (5. 5 0 
s) tJllifcflL T/l-rfVSMll^TT-SO'Cl S^fHJn 

iy§f#t^» iiaciL/ift, **(i50g)tiiiifc. w 

>f— (?nn*U : i^iSxf-;P=9 5:5) f^EOS-t 
«. i k IZ i. 0 . «Wfc^ift(2. 40g) * a^S#:^ LTf# 

it. 

1 HNMR(CDC1 3 , <5"ppm,300MHz) 4. 16(t. J=5.7Hz,2H) , 4.3 
2(t,J=5.7Hz,2H), 7.18-7.24(m,lH), 7.41(t, J=9. 0Hz, 1 
H), 7.72(t,J=2.4Hz,lH), 7.75(dd, J=5.4, 3.0Hz,2H), 
7.78-7.85(m,lH), 7.89(dd, J=5.4, 3.0Hz,2H). 
MS(ESI,ffi$H!fflt,«/z) 313 (M+l) 
[0092] Ig2 

[2 - ( 3 -^h07i7dfy) xf-;H X7/W^5^K 

t e r t -7'f;t/XXf/l^ 
[ft5 9] 

0sN X^L 0 ^v^N!IC0 2 tBu 

2- [2 - (3--fn7i^y) Xf-zl'] >f V>f y 
F— /P-l , 3-^y(2.30g)^^y-/K46ml)S 
iSMCt h'7^*>— *^(0.39ml)$-Jnx.7tf*, r/u^ 

ffitfcBMc*^aiu, -^^y-/i-T»L^„ ^jatfcijfc 

^«Sr«li:TiSJ±iiffiL, ?un*;kMl8ml) S-Ju^T 



(?1 8 ) J02-275159 (P 2 0 0 2-27 5 1 5 9A) 



-Ml. 73g) ZMiLX . M?ST4 B§^JffH Lft . T-WM 
£?FS'JU ^oo*yPAti?|Ltft, ?F?«i:ift?f?«£ 

/77^- (^nn*^ : SHxf^=9 : 1 ) T"® 
S-TiifctCtO, *»ffc£tt<2.30g)*ei&Hflei:L 

iHNMR(CDCl 3 , 5-ppm,400MHz) 1.46(s,9H), 3.55-3.62 
(m,2H), 4.12(dd,J=5.7,5.0Hz,2H), 4.94(brs,lH) , 7.2 
4(ddd,J=8.4, 2.3, l.lHz.lH), 7.45(dd,J=8.4,8.0Hz,l 
H). 7.75(t,J=2.3Hz,lH), 7.85(ddd, J=8.0, 2.3, 1.1H 
z.lH). 
[0 0 9 3] X^3 

[2- (3-75/7x7^^) xfrt,] *;|/A'syl 

t e r t -7f;HXf^ 
[^6 0] 



ja 



N! CO,tBu 



[2- (3-^ba7i/Jry) xfvH Mg 
t e r t -/f/H^f ;W2.30g) £x?7- A-(23m 
1 ) ttmm L , z}cS»HMT (3kgf/cm2 h 10%A'5y') 
ARX(200ig) SrfflV^T 4 B^fcSRSaillRJ&fcfT-afc. 
4r5-f h*fflwrJ s 5iU x^y-;Pf»L?tf*. iF 
Wfc«Wnr«EEiMW« i t tc=t *9 . *MWfc£*<1.90 

1 HNMR ( CDC1 3 , <5" ppm, 300MHz) 1.45(s,9H). 3.46-3.55 
(m,2H), 3.56-3.78(brs,2H), 3.97(t, J=5. lHz,2H) , 4.9 
9(brs,lH), 6.22-6.25(m,lH), 6.28-6.33(m,2H) ,7.05 
(t,J=8.1Hz,lH). 
[0094] US 4 

[2- [3 - [ ( 2-*}Vfi7°]-W : Jy-3-J]lVtf 

ert-W x^f/l^ 
[ft 6 1 ] 



,NHCO £ tBu 



N^SH 

[2- (3-7S77i/^y) X^/H */W^yl 
t e r t -7'>/PXX-f;K2.52g)<7JN, N-^f- 
/Ws/PATS H (33ml)j§Jgt 2-7M7"h-3f yl 
(3. 30g) , 1-hKnJf ->Kyy' h U TV— /I'— zRWKj 
(3.30g):Bi:t/t&l? 1 ( 3-y^f-;U 

rsyrntvp) s K(4.iog)£jn;t, 



ft. -X^ify-WMX-f-^ (1:2) M^fttttajL 

/n?b/57<- (?on*/P-A : J— 9 
5:5) T«-r-l.ittJ; 0. *»fl:£ft(2.77g)£ 



i HNMR (DMSQ-d s , 8 ppm , 400MHz) 1 . 39 (s , 9H) , 3 . 24-3 . 37 
(m,2H), 3.96(t,J=5.7Hz,2H), 6.71(dd,J=7.9, 1.7Hz,l 
H), 6.97(brs,lH), 7.09(dd, J=7.3, 6.2Hz,lH), 7.17- 
7.21{m,lH), 7.26(dd,J=8.5, 7.9Hz,lH), 7.43{brs,l 
H), 7.99-8.04(m,lH), 8.53(dd, J=7.3, 1.7Hz,lH), 12. 
89(s,lH), 14.14(brs,lH). 
[009 5] XM5 

[2 - [3 - (3-«v-3H-^fyfr/o [5, 

4-b] b?'Jy>-2-4/l/) 7i7ify] x^yl-] y> 
/W*S t e r t — ~f^r)V XXf'l 

[ft6 2] 

0 




[2 - [3 - [ ( 2 -^TbUiJy'y- 3-/7/1-^' 
-;l)7Sy] 7xyJry]xf;H*)W^yl t 
e r t -y-^/P X7f fV (2.77 g)(T)&t^i~]yy (28m 
1 ) iSMtCzR^T . N-?on;ii<l-f 5 F (850rag) 

St IS* Afe7KT» L , #P?7j«li7" MJ^A T« L 
fcSL SBEKMILfc. SS^77 7ya^7Ayn7b 
/77 4 - ( ?nn*/W>. : ilxf;P= 3:2)-?'® 
JBLfcflL BUSS (IMxf^-^t^) -rSifct 
=t0. 3Wft^(1.45g)fc&*&H*fcl/C»Jfc. 
i HNMR (DMS0-d 5 , 8 ppm , 400MHz) 1 . 38 (s , 9H) , 3 . 28-3 . 35 
(m,2H), 4.02(dd,J=6.2, 5.6Hz,2H), 6.96(brs, 1H) , 6. 
98(dd,J=8.2, 2.3Hz,lH), 7.27(dd, J=8.2, 2.3Hz,lH), 
7.34(t,J=2.3Hz,lH), 7.44(t, J=8.2Hz,lH), 7.60(dd,J= 
7.9, 5.1Hz, 1H), 8.38(dd.J=7.9, 1.7Hz,lH), 8.92(dd, 
J=5.1, 1.7Hz,lH). 
[0096] Ig6 

2- [3- (2-rsyxiJfy) 7i-;H a yf-r 

Vn [5, 4-h] Wis>-3-*y HtMkiM. 
Ut6 3] 

o 




[2 - [3 - (3-^y-3H-4yf7y*n [5, 
4-b] t'Jy'y-2-4;l) 7x7^fy] Xf-;H /7 
;l/^*yl tert-7f;l xx-r/W68.00g)£-r 
b7hFn77 y (500ml ) &//X ? J -)V (350ml ) fc^gjg 

fc. ElffcS-x^y— /Ml000mlH;:@^§4t7*cft, 2B#^ 
M&IsitL*:. SffltcRLfcflL HftSrzFJXU x^y 
-^TiS»Lfc. ;ix^IS»^;i:l:J:^ aft® 
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1 HNMR (DMS0-d 6 , ppm, 300MHz) 3. 33-3. 60 (m, 2H) , 4.27 
(dd,J=5.5, 5.1Hz,2H), 7.05(ddd, J=8. 1, 2.2, 0.7Hz,l 
H) , 7.33(ddd,J=8.1, 2.2, 0.7Hz,lH), 7. 43(t, J=2.2H 
z.lH), 7.50(t,J=8.1Hz,lH), 7.62(dd, J=8.0, 4.8Hz,l 
H), 8.37(brs 5 3H), 8. 40(dd, J=8. 0, 1.5Hz,lH), 8.94(d 
d,J=4.8, 1.5Hz, 1H). 
M5(ESI,ffiiMPME,i/z) 288 

[0097] mm2 

N- [3- 7x-/l/] - 2 - ^ 

[ft6 4] 



VKsh" -HCI 
[2- [3 - [ ( 2-^;U#Tht°U i^-S-tf/l^tf 

e rt-7"f^ XX^f;K3.00g)<7)-r b^b Kn7 5 
y(7. 5mi)av'x^ y-;K7. 5nLim&mmcr>Mffimz4 
NJ»ft*3R//iH|x-f-;M»aE(lM ) & . Sit 
5B#ISfflil¥LJt&. ^F5>b Ha77>-(60nil)^Jiii.T 

7 ^ y vmrnmssm-t^ ; 1 1 J: o , ffl^c^ (2. 4 
^sis^-f & -1 i: «t 0 . mm-it&m a . 78g> 

1 HNMR (DMS0-d 6 , 5 1 ppm, 400MHz) 3. 20-3. 30 (m, 2H) , 4.19 
(t,J=5.1Hz,2H), 6.77(dd,J=7.8, 2.0Hz, 1H) , 7.09(dd, 
J=7.8, 6.8Hz,lH), 7.22(d,J=8.3Hz,lH), 7.31(t,J=8.3 
Hz.lH), 7.50-7.60(m,lH), 8.00-8.10(m,lH) , 8.17(br 
s,3H), 8.52(dd,J=6.8, 2.0Hz,lH), 12.93(s,lH), 14.1 
9(brs.lH). 

ms (apci , im-m m , m/z) 290 

[0 0 9 8] IWJ3 

2- [3- {4-*^-)VT=i 77"Ky) 7x-/H >f 
VfrVn [5, 4-b] ^i£St 



Igl 

^^yXMVl 4-tert 
T5 77f;t/ xx^yb 

Ute 5] 



7'>^f joSr;^— ;p- 



MeS0 3 0" 



-NHC0 2 t-Bu 



zJCtfTF, 4-7S7- 1 -7"^y-;K25g)0> T na^ 
/PA (125ml y-tert - f^JVz/X—tfi- 

-h(61.2g)c7)^aa*^A(50ml)^^^Tt^. S 

jacr » 1 ^mmn Ltz . 7jci£T. f u x^/pt 5 y (5 

8. 5ml).&tM * yx;t/*-;l/? n U F (23. 8ml) ZMMM 



Ls **«EK-?- F 'J 7i,t«L, «EEj**rr5 £ 1 1 
ftilfFKSli: LTWfc. 

1 HNMR(CDC1 3 , (5"ppm,300MHz) 1.44(s,9H), 1.50-1.80 
(m,4H), 3.02(s,3H), 3. 10-3. 25 (m, 2H) , 4.26(t, J=6.2H 
z,2H), 4.61(brs,lH). 
[0099] XM2 

[4- (3--hn7i7^y) AiVrs^ym 

tert -7"f/t/X7f^ 
UH6 6] 



iiu 



4-tert-7h^;^-^ 
TS77f^ xx^f/H75g)^N, N->?Xf-/W^ 
ATS F (370ml 3 F 07 x S—M35. 4g) 

Rt/mStXr U -7 A (38. 7g) * nactwi. „ 2 0 iHBHBIfF t 
fc. 6 or^T 1 2B*ISIStfPLJfcflL (#j8 
OOm 1 ) s 'vSMf>'(|<j50mlh g^ISx^/K^lOml) £ 

3*jH4t£-% (67. 5g) £^feEH*fc 
i HNMR (CDC 1 3 , <J ppm, 300MHz) 1.45(s,9H), 1.65-1.90 
(m,4H), 3.21(q,J=4.8Hz,2H), 4.06(t, J=4.8Hz,2H) , 4. 
60(brs,lH), 7.18-7.23(m,lH), 7.41(t, J=6. 1Hz, 1H) , 
7. 71 (t, J=l . 7Hz, 1H) , 7. 70-7. 90 (m, 1H) . 
[0100] IS3 

*1-)V- [4 - (3--bn7x7^y) 7*^] z?/F 
>i t e r t - 7>/F XXf/l- 
Cft6 7] 



Me 

-NCCU-Bu 



6 0 %7\mVCi- F U *7 A (9. 6g) <7D N , N - £y 
ATS F (340ml O'CtT [4- (3-^Fo 

7xS*is) >*W] #/FA$ y-tt tert -7">;l- 
XX-f/F(67.5gh 3^t;^^7Kl6.2ml)SrJai.. M 
mzx 2 i^lSffltfFUi . BUBM&*8tt&f£T y^-V A 
*ig*S (*^j300ml ) fc zJCzk (*«j300g) <J5S£»»E(C&V . 

i HNMR (CDC l 3 , S ppm, 300MHz) 1.46(s,9H), 1.68-1.84 
(m,4H), 2.86(s,3H), 3.30(t, J=5.1Hz,2H), 4.06(t,J= 
4.6Hz,2H), 7.18-7.23(m,lH), 7.41 (t, J=6.2Hz,lH), 7. 
71 (t, J-l. 7Hz. 1H) , 7. 70-7. 90 (m, 1H) . 
[OlOl] IMA 

[4- (3-7S77x7^y) -*+)Vi})\> 
7S'S y@t tert- 7'>/b XXf/l' 



(CO) )02-275159 ( P 2 0 0 2-2 7 5 1 5 9A) 



Ut6S] 



X^f-jV- [4- (3--hn7i^y) y'fvH 
>^yW t e r t XXr-/K74g)cDX^y 
-/K370ml)ig» 1 0%/^> ; ' J 7AMfg(6.0g) SrJn 
X.. 7kSS:H^T(3kgf/cm2)tCT. 6B#r B lJI# Ufc. -fe 

ffl£fi£*!l(64g) ^MFKSii: 

iHNMR(CDCl 3 , 5-ppm,300MHz) 1.45(s,9H), 1.65-1.80 
(m,4H), 2.85(s,3H), 3.27(t. J=6.8Hz,2H) , 3.65(brs,2 
H), 3.93(t,J=6.0Hz,2H), 6.20-6.40(m,3H), 7.04(t,J= 
8.1Hz,lH). 
[0102] Xg 5 

[4- [3 - [ ( 2 -^7hey i^y- 3 - */w« 

yf? t e r t-y^fV IXfi 
[4fc6 9] 




Me 



La h 

N SH 

2-^7^Th-r7^yS(2.23g)£7)N, N->>^^ 
*/^A7S H ( 7ml ) SRSJKfc: [4- ( 3-7S/7X 

J*ti/) rfvW -^fW;l/A^yS tert -y 

xxx;Wl.41g)?)N, N-y^f;l/*;l/^TS 
F(3.5il)iBSL 1-b Fn^y^yy>'jr/WH 
/kffife (2 . 34g) . tggfi 1 - 3 - ( 3 - ^ ^ 

/KTS -/TutT/P) #;l^V-f 5 F(2.76g)£Ji|Mll 

— (^nn^A :iffi!Xf-^=l : 1— 2 : 3) 

1 HNMR (DMSO-d 6 , 8 PP m, 300MHz) 1 . 38 (s , 9H) , 1 . 60-1 . 70 
(m,4H), 2.78(s,3H),3.22(t,J=5.1Hz,2H), 3.99(t,J=4. 
4Hz,2H), 6.70(dd,J=5.9, 1.7Hz,lH), 7.08(dd, J=5.7, 
4.6Hz, 1H), 7.15-7.20(m,lH), 7.26(t, J=5.9Hz, 1H) , 7. 
40-7. 50 (in, 1H), 8.02(dd, J=4.6, 1.4Hz,lH), 8.53(dd,J 
=5.7, 1.4Hz, 1H), 12.9Ks.lH), 14. 15(brs, 1H) . 
[0103] 6 

[4 _ [ 3 - (3-«y-3H-^yfr/ 

n [5, 4-b] ^)-J>-2-4)V) 7*S*is~\ 7 
[flS7 0] 



0 



Me 

.NC0 2 t-Bu 



[4- [3 - [ ( 2-^;P^Tb-b°y i?>-3-jj)V 

5 >K tert xxx/M57gHcO°Ct;rC 
N-?on;ii<l^f 5 F(15.9«)*lni.3t 0 H4ISHI 

fptfca, ^assi***- t u ^ A*«ffK(ft6oomi) t 

(?nn*M :T±h>=9 5 : 5) T«1U Bf® 



1 HNMR (DMS0-d 6 , & ppra , 400MHz) 1 . 38 (s , 9H) , 1 . 60-1 . 75 
(m,4H), 2.78(s,3H),3.22(t,J=6.9Hz,2H), 4.05(t,J=6. 
2Hz,2H), 6.40-7.00(m,lH), 7.20-7. 30 (m, 1H) , 7.34(t, 
J=2.3Hz,lH), 7.43(t,J=8.2Hz,lH), 7. 60(dd, J=7. 9, 4. 
8Hz, 1H), 8.38(dd,J=7.9, 1.7Hz, 1H), 8. 92(dd, J=4. 8, 
1.7Hz,lH). 
[0 104] Xg7 

2- [3- (4-^f^TSy7"h^y) 7x-/I/] >f 

yfTV'n [5, 4-b] xt£gg 

Ut7 1 ] 



2HCI 




NHMe 



[4 - [3- (3-«V-3H — f y-f-rv 
Q [5, 4-b] 7x^y] y* 

f-/l^] ^;i/«'Syl t e r t-y^-jv xx-r/H63. 

5g) ^^iSx^/l- (300ml ) M'X y y (300ml ) <r>m& 
JlfiRfc, 4 Nig^*S//if=Kx^;H^(600ml>^vS 
TLfc. 2 B#p H TO¥fJL «rfflLfcHfl*8*JKU ffl#jx 
t . fg» LTffl£)» (59g) . Z. fi£ 
x y y — ;P (620ml ) &fl»33 4t . flfTF 3 SSPaliscfL t 

a, saucTsnsaatttLfc. IftiflRU xyy- 
/WT8fc» L . »EH6!»i- 4 i tc i 0 HM^^-ft (55g) 

1 HNMR (DMS0-d s , 5ppm,400MHz) 1.75-1.90(m,4H) , 2.40 
-2.60(m,3H), 2.80-3.00(m,2H) , 4.00-4. 10 (m,2H) , 6.9 
0-7.10(m,lH), 7.20-7. 30(m,lH), 7.35(t, J=2.3Hz, 1H) , 
7.45(t,J=8.1Hz,lH), 7.61(dd,J=7.9, 4.6Hz,lH), 8.3 
8(dd,J=7.9, 1.5Hz,lH), 8.93(dd,J=4.6, 1.5Hz,lH), 
9. 06 (brs, 2H) . MS (ESI , &-frMffi, m/z) 330 

[0105] mmmA 

2-W71-N- [3- (4-yf;l/7S77>^ 

is) 7x-;l] -3fyrs K 



(ei) 102-2 75 1 59 (P2002-275159A) 



[ft7 2] 




[4- [3 - [ ( 2 -^MThe'J i/'y- 3 
-/!-) 7S/] 7x7Jfy] 7"^VP] -^f;^^A'S 
>K tert-7f;l- XXf;K3.20g)«f b7h 
Pn7?y (32ml ) M>'X 9 J ~)V (32ml ) USmMcomM 
1C4N iS-ft*S/PMxf-;K20ml)^aDi.^. SiS 

Wi^iV £ tjp x. T SSaTflB* UWiBLfcHtttfcmtL 

£fi£;ft(2.80g) »&*utffl£j«ft£>f V7°nA" 

1 HNMR (DMS0-d 6 , 3" PP m, 400MHz) 1 . 70-1 . 84 (m, 4H) , 2. 54 
(t,6.0Hz,3H), 2.88-3.00(m,2H), 3.93-4.06(m,2H) , 6. 
68-6.76(m,lH), 7.05-7.20(m,2H) , 7.28(dd, J=8.1, 8.1 
Hz.lH), 7.47(dd,J=2.1, 2.1Hz, 1H), 8. 00-8. 08 (m, 1H) , 
8.51(dd,J=7.7, 1.7Hz, 1H), 8.72(brs,2H), 12.90(s,l 
H), 14.24(brs,lH). 
MS(APCI,f£^fMg,m/z) 332 

[0106] mm\s 

N-t'7i-/l-3-'f/L-2-^/W7h-afy7 
5 Y 

Utl 3] 




A T 5 H ( 1 ■ 50ml ) ffigffifffc: 3-757h'7i-/K3 
OOmg) „ 1 — b Fn^y^yy" h U T V— /I— zjoft* ( 54 
2mgh Wfc l-xf;l/-3- (3-y/f/l/7S77 B 
ub/y) ^/ytf'SM 5 F (679mg) SrJHHifcfiPX. . ^ST'l 
BHBlfPtfe. KJEJKCfiainm*^ b U 

OiHSBIfFUfc. WaSLfcHfcfcJTOU *"C 
8fel*»«ffi9ai't* 21 fc t"*®4b^(290mg) 

1 HNMR (DMS0-d 6 , 5 ppm, 400MHz) 7. 10 (dd, J=7.6, 6.0Hz, 
1H), 7.37-7.44(m,2H), 7.45-7.52(m,3H) , 7.63-7.70 
(m,3H). 8.02(m,lH). 8.03(dd, J=6.0, 2.0Hz, 1H), 8.55 
(dd,J=7.6, 2.0Hz,lH), 12.99(s,lH), 14.17(s,lH). 
MS(APCI,flfefrjSfflg,n/z) 305(M-1) 

[0107] mmme 

2-t*7i^-3-4M VfT/D [5, 4-b] 
b°>J2»-3-^-y 
[4fc7 4] 




N-h'7x-/l-3-i;i-2-^;l^71-afy7 

5 K(15.8g) fcftffc* f- U V (158ml) -£*&Til 
fPLfc. &mMmm^N-7nnZl&<WM 5 F(6.90 
g)<7>iMl>< f-V>-(158ml)^Sr 1 BaHaWCST, * 

y^7A7o7l7'77^- (7on^lA : iSx 
^=9 : 1 ) •£38®rft£fcte£-5T»fc#»<'3ffl 
±)» (15 . lg) £ #>t . # tl?z 2 - b' 71-^-3- 

4tv-<< yfrvo [5, 4-b] b>ji»-3-^-y 

Offi&SSft (62. 4g) tf> 2 - 7- * V y (749ml ) gSffifrtttf 

yy(499ml)£JP;i. aBTFSJai-ClSMfrtfc. IBM? 
KLfcfifcBrffl LfcJSfttnt. 2 -7'y y y-^T? y 

(1:1). ^y°?yx*md$mL. %<rxmm&h^ 

kT-*M-f^^(51.9g) i^m^b Lxntz, 

1 HNMR (DMS0-d 8 , (5 ppm , 400MHz) 7.40-7.45(m,lH) , 7.48 
-7.54(m,2H), 7.61(dd,J=7.9, 4.5Hz,lH), 7.63-7.66 
(m,lH), 7.68-7.75(m,4H), 8.01(dd, J=2.3, 1.7Hz,lH), 
8.40(dd,J=7.9, 1.7Hz,lH), 8.94(dd, J=4.5, 1.7Hz,l 
H). 

MS(ESI,fiiMIWB.«/z) 305(M+1) 
MbS 141. 5—142. 3°C 
[0 108] MMM7 

N- [3-/nn-5- (4-byy'y-2--f;y- b° 

^92»- i -t7;l-#-;i-) t^x-zH -2-y;^r 

F-afyTSH BIBB 

ZEgl 

(3-^ua-5-^bn7i^l) [4- (f'Jyy 

-2-W/y) t^y'y-i-f/i'] yyyy 

0 

3-y*uu-5-^hu£,ft#BKl.31gh 1- (by 
^'y-2->f/P) b^.^y>>(1.27g)c7)N, N-ST*^ 

/i*/iA7S H(6.60ii)»iKt, i -b Fn^y^yy 
h y rv ^mmfism 1 -x^- 3-0 

-^f;1^7S/7Dt;P) j&JUitfvM 5 F(1.37g)£ 
JRJcSni. SilTmiBHWPLfc. Wt&^ii^Mtti 

y^AzjQ^M. mmizt&Tkx-nmm&L , i&KiSR 



(£2) J02-275159 ( P 2 0 0 2-2 7 5 1 5 9A) 



mfc£*<2.oog)£»fc. 

[0 10 9] IDg2 

(3-rS7-5-?nn7x-/l-) [4-(b°U^> 
-2-4/14 b°^.7i>>- 1-444 *?J> 
[ft7 6] 

0 

(5-?Da-3--ho7i^;l/) [4- (t°Ui>> 
— 2 — f /P- ) t^?^- 1 ^^7>'(982iiig) 
Srfb7t Ko77>-(9.8ml). * ? /M9.8il)Rtf 

7jc(g. SmDcoM&mMlzmMZit, mtry^-^ a (45 
4mg) . ^(474tng) £ fln* 6 BSHMiffLfc . 
EJEfi^JBEfc SiS^M LfttSHr 9 4 h £fflv ^iFii L , 
^nn^A&t/f- Vvy^yX'lkftLfz. iFffi 

[0 1 10] X^3 

N — [3-?on-5- [4- 

[•ft 7 7] 




2-^;^7°f-rJf-ylS(793mg)(7)N, N-^X^/l- 
tJvI-ATS K(3.0ml)^M«^ (3-7S7-5-^n 

[4- ( try yy- 2-44-4 vui?y 

-1— f;U] ^^yy(450mg), l-hFoJfy\yy" 
h U TV-fV—ymm (804mg) , i£Bfi 1 -Xf;P- 3 
- (3-j/^f/l/7Sy7nh7l/) fDVif^JA 5 F(953 
mg) * JUfM £ . SfiT 1 B mm L ft: <, J&ftI 
^gS*3S^ h 'J ?A**SI£ill*. 3 OiSHaBtfftfc. W 
tBLfclSflsfcnKU ^f-f^ : ifixw (1:1) 
Ti£-?ft:flL aEBSBH^iifc-CN- [3-^nn-5 
- (4 -try ^--2-4/P— tr^s^- l 
~/H 7x-/U -2-^/^7h- rJ^-^TS H(513 

igx^-;Ki . 2mi ) mmmiz a ^mfrmz/ww^fv 

lt^(126iDg)^ffft 0 

1 HNMR (DMS0-d 6 , dpvm, 300MHz) 3.45-3.94(m,8H) , 6.94 
(t,J=6.4Hz4H), 7.05-7.13(m,lH), 7.25-7.33(m,2H), 
7.68(t,J=1.9Hz,lH), 7. 92-840 (m,4H), 8.43(dd,J=7. 
6, 1.9Hz,lH), 12.95(s,lH), 14.24(brs, 1H) . 
MS(ESI,flSiMfflB,i/z) 454 

[oin] mMfi\i-7 tmmt l zLxy.TcDfc-&mz 

[HI ] 



3) )02-275159 ( P 2 0 0 2-2 7 5 1 5 9A) 




[0 1 12] 



[«2] 



(£4) J02-275159 ( P 2 0 0 2-2 7 5 1 5 9A) 



m2 





M" 'S l ! s > s sJ H • 5!HCI 




N S H^sJ H 

T • HCI 
N0 2 




0 C0 2 H 


N ° ^vs^ 

T ■ 2HCI 
N0 2 










0 C0 2 H 

f li W— <\ /) uni 

Me 






0 


Tt^ "S^T^L^N^-. C0.H 

s u 


NH 2 

k^^H . HCI 




C^H 



[0 1 13] 



[*3] 




[0 1 14] 



6) J02-275159 ( P 2 0 0 2-2 7 5 1 5 9A) 



m4 




[0 1 15] 



7 ) J02-275159 ( P 2 0 0 2-2 7 5 1 5 9A) 



^5 




[0 1 16] [«6] 
^6 



N SH 


k. A H ■ HCI 
N SMe 


P°2 H H 

cC s ° N ■ hci 





[0117] [|£©£M] ifcfc, *»»ft-&«W)^!H(SStt sOBWi 
fcov >T . KlfcLfc » H C P EMftSffe^flfig 



(£8) 102-275159 ( P 2 0 0 2-2 7 5 1 5 9A) 



G S TM-q H CPgfi (upstate^) 

FT«*co^fc^UfctMMfr&«S 1 Jtx 1 / 
we 1 imilWLfz (^^X/U^dfv-h'cO^iiJKJil 
%) . SOmMilth'J^A ( P H5. 5 ) T-y-M 
If»8 0//l/wel l^PL^f*. IlfcLtP 
--h07i-/m7i-b (pNPP. sigmalt) 
SSSTfOCS OmM^HfiL^fcOS: 1 0// 1/we 1 

i mm Ltz ( p n p pcommma 5 mm) <, &v vr\ ± 

tET-yWHflfMT'3 0 0 n g/m 1 fcURLfcHCP 
SMH?S£ 10/il/wel 1 ^Jn. /7y^">x/H:li 
±IET -y-fe-f 1 0^ 1/we 1 liRBllUfc. 3 

7*CT2 0iMBIR*5S*ta, RJEffih^h LT 0 . 4 
M*IMfr*- b U 100/il/wel 1 8s&P 

L^o KJBffchfiL #^x;P<734 0 5 nmCDI&3ft££«!l 

S£ Lfc . x /Hft&» <i /5 y ? *7 x 3 1 v 

[0 1 18] 

GST-Syp^I^iM^,, GSTg|i{4 
liny h>HT OTrftF PLC f«M L fc . 9 6 ftE 

e l laanLfc (y^f;lx^JfyFc«}6Ilil 
%) „ 50mMiftMJW(pH5. 5 ) Tv-M 
111^80^ 1 /we 1 1 8amLfc«. tT 1 

OmM pNPP (sigmaft) Sri OjU 1 /we 1 1 &5 
MLtz ( p N PP«iiS(± ImM). ifcWC\ ±IBT 
•y -fc-f ««iS*C3 0 0 n g/m 1 tSffiR Lfc Sypgf 
«*1 Oju 1/we 1 ljfi&iK y9^^^x/HC(i±ia 
77-t-flffIJlO^l/we 1 lSSJnUfc. 3 7*C 
T-2 0 4HaKiSS'frJt». RJEffitMfc LT 0 . 4 M/k 
Rffct- h U ^A^fgMSr 1 0 0 ju 1 /w e 1 1 L 
fc. KJEffikSL #^x;K04 0 5nmaBeftta£L 

*8 



. # •> x MBip> £> :/ 5 V 9 *7 x /MIS' 5 1 ^ tM £ % CO 
»Wfc^W^'&«W) 5 0%fflW*SffiSJ8 ( I C B0 ) 



[0119] 
[«7] 
^7 





hcph#«*I: 


IC 50 (// M) 


MtfoMi 


0. 23 


7. 66 




0. 24 


10 




0. 20 


2.21 



j*7 frt>m $>tP%m 0 . *«Wffc-&*liHC P £3ItRW 
[0120] l»a|3 

u t - 7 / e p ommmmiSM^m 

IMDM ( 1 0%FC S. 1%P/S, t^N^>fy7 
U — ) t&ffi ( I ) UT-7/EPO«£3 7 

F L . iRjKK<0 1.0 0 0 fgifUK^'.* if-;l-X/l- 
ifc*S'H*RSRWfc'f&£Lfc. 'ttli I MD M (0.1 
%FCS, 1%P/S. tM b*^fy7ij-) tgtfi (I 
I ) "CIO OfiSftiRLfc (i&i&K?)l Offif) . Starvatio 
n£frofciM»£|I|JKU f&tfi (II) tfflK3@ft^ 
L^d^L ■fe;^'7yh^ff^6. 2 5xl0 4 il/m 

1 oMttWSHE Cmm (II) ] fcffofcUfc. *BMS$t 
£8 0/xl/wel 1 Ti^irat (S**5. OxlO 3 ! 
fS/we 11). 1 1 /we 

1 ljjamLfc (»iftK0. 1 — 1 OuM) . EPO (X 
3 0 0 0. 1 , 500 1 U/m 1 ) 

* i o/x i /we i i ma mm&o .Oil U/m 

1 ) LT. 3 7°Ct'3 Brat§*L^r, WST- 1 £ 1 0 
ju 1/we 1 1 ?35JPL. 3 7°CT"2!tmS£KfJL 4 5 0 
~6 5 0 n mCOWXMZmiE.Ltz, ^^BJSffiJ; 

[0121] 
[H8] 





0. 1/iM 


0. 3^M 


l.OjuM 


3.0juM 


io^m 




1. 10 


L04 


1. 13 


1.33 


1.74 




0. 95 


0. 91 


o. 9r 


1.21 


2, 08 



msfr^w^frftm*). *«^uut-7/ep 

[0122] W§kM4 

IfrWiSittB a 1 b/c-?^X (7 — 9jgtt. 0*SL 

Ct) £fflV^„ 2 7GiOait#t^ lmLyiJ 

#L. 10, OOOUV^jytb'J^ASt^i^ 



ffl^T^T^^Xj: Oft;m^l . 3%ffi^(7)]flLSSr 
i 0 «Jt L/t . i titSISSJMSrA^ ii65ml 
/kg -C* £ fctf> » ftl^ 1 . 3 %*ifSil*Ifll«ao 2 
*^2 0%«jfll(CfflEi-f-^ o SJtS 
Ht=^#f--B^r^«IIRM»liaBIJ: D50^lML 

it. ^mm. (-t/wsv -? mmrnm) . sysmexa) . 



9 ) J02-275159 ( P 2 0 0 2-2 7 5 1 5 9A) 



>it?i u ( ? >f ■/ 9 ? a -r-immw) , msgffl 

*F*L>£ttfflU;. jE#v>^iO*jfli^ffi*s 1,00 
0X1 0**Hfia/^c 1 X"fo&1zth, #*72 0%O^MJyB 
fc&->£7 5 0 — 8 5 0X 1 0 4 «a/> 1 OKr^Srffifc 

JflLiSfB * ^ L fclMSja> 6 8 0 4: L tz . Mil 
5%MClS»l-10mg/10ml 
/kg^ffliT, IMLf*l-4 BIS 1 B 1 
fc 0 VehicleSfttiO. 5%MC}»1 0m 1/kg 
^9 

«SMfrfr« Veh . cl . | lag/kg 

ggjfegll 837. 25 8G5. 63 

^jfegj 3 833.13 807.63 

I 841.38 | 882.38 

mz&\ ^x monrnm i mm £ . 

[0 124] 



«ffliT\ JKjfiLft 1 ~4 0H 1 H 1 EHSPiSt^ L . NH£ 

**S$fiffcliE P O (IX*- 3 0 0 0. 3fc*BKtL 
1, 5 0 0 I U/m 1 ) £ 1 , 0 00 I U/ 10ml/ 

k g commx-mmk 1 ~4 bub 1 b 1 m&T&¥ ttz . 

[0123] 
[119] 



3rog/kg I 10mg/kg 1 EPOlOOOU/kg 
873. 88 881, 00 963. 38 

890, 25 886. 13 986. 25 

879.38 | 901.25 | 960.25 



(si) int. ci. ■> mm^ 

A 6 1 K 31/551 
A 6 1 P 7/06 

43/00 111 
C0 7D 401/12 

513/04 3 4 3 



F I 

A 6 1 K 31/551 
A 6 1 P 7/06 
43/00 

C07D 401/12 
513/04 



<##) 



111 

34 3 



(72) fern 'b&m. ^ 



F^— A(##) 4C055 AA01 BA02 BA47 CA02 CA58 
CB04 CB08 DA01 

4C063 AA03 BB09 CC34 DD12 EE01 

4C072 AA01 BB02 CC02 CC16 EE12 

FF07 GG07 HH02 

4C086 AA01 AA02 AA03 BC17 BC50 

CB26 GA07 GA08 MA01 MA04 

NA14 ZA51 ZA55 ZC20 



